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~- ~ Please amerid the claims, a1L,f ollows-: .^r, ~ ~ 

- V- (twice amended) * compdund i to 50 nucleolus in length, 
targeted- to a! coding region of aVucleic acid molecule., encoding- 
human acyl-CtfA' cholesterol acetyltWsferftse-^T.USEQ ID ti0^3),.. 
whercinjsaid compound Specifically hybridizes with saldjregi on- and 
inhibits the -"expression of , humLi acyl-CoA -cholesterol * 
^ ( acetyltransferase-2 ; 




REMARKS _ 

" - ** ~ * ' . 

Claims I, 2 and 4-20 are pending in , the instant, application. r 
- - - ^ _ ^- ^ 

Claims 15-2-0 have- been withdrawn from consideration;^ Claims f, 2 

and have been., rejected. ' Claims .11 and .15-20 "We * been , - 

canceled"- Claim 1 has been amended. No new matter has been' added ^ . - 

by these "amendment "Reconsideration is respectfully requested in - 

light of these amendments- and the~"f ollowing'-remarks.. 

/ \ . " - - ; ; BEST AVAILABLE CQPY 

Election/Restriction — > __^ _. - 

The Restriction. Requlrement^wherein ApBlicants~electe<^ with 
^r^rse Group TT. ~?lMms"r, 2 and 4-14 has bew»-deemeci proband 

•^eretore made. Final.. "Accordingly, AppHcants~hav.e .cancele^clainfs «- . 
.-•l'5-20 without prejudic^with^Applicants resting -the right to 
file continuing applications" on "the canceled "sub ject matter. 
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II." Rejection of Claims Under 35 U.S .c/l.03(a) ^ - - J* :.. . „ _ 

. Claims 'I, 2i«d 4-14 have been" rejected" uader 35~UJ5.C. 103 (*L 
'as b^unpatontablc over «a sis etjal. <«0 99/67368) and^ley 
., ( WO 97/45439),- and further^n. view of Baracchini et "al . ^JS-Paten£_ 
' 5 ;8oi,:i54) 'and Fritz-i al. (1997) The Examiner suggests it *ould 
ha Ve been P r±na-f«cle obvio-us~for one of ordinary -skill, to make 
antisense oligonucleotides .as claimed because the a^rt Kas asserted 
\hat acyl CoA cholesterol "ace.tyltra-nsf erase is an enzyme 'involved / 
" .in /.cholesterol ester-if Ir^tio^and absorption (Cases -et^al -1, ] The 
Examine^suggests that one of sJcil* would have been motivated>i.a^. 
.the art. has taught the* desirability of, modified antiseas^ 
oligonucleotides over* native^rms (Baracchini et al.\and Fritz -et 
■ al..), while an expectation of -success is provided by^th^teaching - 
"of Cases et al. and/Sturley et al! where - they- teach use of ^ 
" compounds thit are "antiservse for inhibition of expression of the_ 
-gene. ApplicantT respectfully traverse this, reject ion-. ^ _ : ™. y 
-~ .At-'Lhe Ctset,. Applicants-have -cancel-ed claim U^nd ainended 
- claims to "list a -specific r^ionJ witftih human acyl^b* 

choles^rot I^transff erase ( 5EQ~ I-D NO: _3) -that i| targeted .fey , 
1 anfisensercompoundsr ^por* for this;. amendment to^e claims can... 

^throughout ,the specification as filed, but^n particular at" 
' page, 86-88.' Nowhere? dd^ Che cited referees teach or suggest/- 
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; 3eof antisenft compounds pargeted, to thaT.coding._r.eg ion" as now ^ 

claimed." ^ --O . ~" . ~_ * - ~~ ^ 

-Cases- et~al.~"(W0 99/67368) disclose ^nucleic, "acid,, molecules 
encoding" acyl CoA chdeWoJ \cetyl*ran.feras« 2^ aa_well _as 
"polypeptides and" uses .of -the \ nu^Teic- acids , in~ -diagnostic. ^ 
applications and treatments r Although the application mentipns-the ; - - 
<id ea of using antisense compounds as a way" to. modulate activity of-' 
* acy l COA cholesterol acetyl transferase 2, nowhere does the ^ 
..appii cat ion. provide data Rowing successful - inhibit ion of gem* , 
'expression using antisense' compounds as claimed in the .instant 
specification. It is only with the specification inland, that one 
'of skill understands... how'jto specifically design .antisense. for. use ^ " 
to inhibit expression of acy'l CoA cholesterol .acetyltra^sf era se 2. - * 
Sturlcy et al.'-(W0 97V45439) disclose nucleic-acid molecules - 

- enc-d-ding acyl CoA cholesterol ace.tyltra.nsf era se,2 and^heir uses' in _ 
-patients to treat, disease. -AjWug* the application mention^-thg - ^ - 

" " idea of using'-anff sense compounds "as. a -way'-to^modulate^activity^.of ^ 
acyl CoA, cholesterol acefyl transferase 2, 'nowfeere; does_ the ^ 
app^cation^ovid^atJ.showing successful in^ibition^of -gene t". 

- ^ression^uting. .ant isrnse -compounds ^cUine* in the li&Mf- 
Specif icVt ion:" It •is..onlj^wit.h the specification in hand 5 tha^one^ . 
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\f skill understands TTow to j*pecif icalLy design-ant-i sense for .use 
to inhibit, expression of acyl CoA cholesterol acety^ransf erase 2. 
" *- .Ihe^seco'ndary references* cited fail .to ^overcome; _ttie 

• deficiencies in teaching* of_ these primary references;. 
JDhe *li>4 patent teaches^ modification" '"to ^ antisense 

•oligonucleotides in general -a*s a way to enhance-'ac.tivity . However, „ 
thi-sr general discussion of, modified oligonucleotides doe s^no.t. teach 
or suggest -use of . ant i sense "compounds of any type., to target a 
"specific region. of the human acyl CoA cholesterol acetyltransferase_ 

• 2 "(SKQ ID -NO: 3) and the "successful inhibition, of expression us,ing 

antisense. . -■" " - a _ 

" Fr ^ 3 - et " ai. •■ (1997-) discloses cafionic. polystyrene 

• nanoparticies/as carrier -systems^ "for, antisense ^compounds in_ 
'general. . TM s paper, however, does not teach or, suggest use of 
-anti sense "compounds of any*type to -target " the human_acyl CoA 

' .cholesterol" acetyltransfexase^i 1 "(-SEQ ID NO: 3), or -any r.egion_ 
~wilh.irr the- sequence^ of this -nucleic acid jnolecule^. raad ~the 
successful inhibifiorwof expression using -anti sense .~ — 

. a -to establish a prima -£acie case "of ^obviousness, "three basic 
-criteria must lae -met . ME>E> 2M£ First-, ther^c rnust~be s..Qme 
^suggestion or motivation, "eitherjn t:he -references themselv^pr ^in 
- i . the knowledge generally available t^oneof ordinary ^uy.n-the 

1 ' • ... " 
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.^ru'-to Thodifi'the reference o'ffto combine refere^e teachings.. 
Second, there, must -be -a' _ reasonable^ expectation -o'f succ*^ • 
.Finally, the prior £f must te.ach or suggest ^all claim, limitai ion S . , 
* Tfhe "".limitations of- the claims* as, now amended, whiph specify a- 
. specific.- r^ion within acyl „CoA .cholesterol-., acetyltransf erase 2 
;■ (J5EQ ID NO: 3)" are not taught br' suggested by any of the references' 
"incbividually or when combined, -/Therefore, the limitations of the 
claims, as amended -clearly * are not taught or^, suggested --by the 
. combination of prior "-art references, nor is /ny expectation Qf 
..successful use - of such anti sense compounds ^provided by the 
combination, of prior art. -It Is only with th ?- specification, in 
nand thafOTO of skill would nnd/rstand that -a^ spec i fi*c region of - 
acyl -^Coa" cholesterol acetyteans-f erase 2 .-CQuld" be/ targeted 
■-" successfully with antisense compounds..' Thus, the combination of - 
prior, art- cited cannot- render .the .instant "xUimed^ indention 
obvious. withdrawal 6f this rejection is ; therefore respectfully 
requested. _ ^ m ~ ~* / ~- • 



III. Conclusion «- - ~; * 

Applicants believe that^he. foregoing ^comprdses^ * j£»ll. and 
complete response . .tV the Office Action of record. Accordingly, 
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^favSrable reconsicTeration^OTd subsequeTnt^allowance^of^the 
■• claims Is earnest. ly solicited. _ . 

■~ Attached hereto its a~marked-up version of the changes 
the claims by Lhe current amendment. "The attached 

?ar fi^H .^vgRfiTOKT WI TH MRT ^™^ ™ SHOW " TRANCES MADE." 



Dale: February 19, 2 _Q03 

•<■■ ~ 

Licata & Tyrrell P.C.-* 
66 E. Main. Street 
Marlton, -Ne^Je^rHcy 08O53 



Respectfully s-ubmitted 



Jane Massey Li-cata 
Registration" No.- 32, 2 
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: - . " - VERSION WITH MARKINGS JO SHOW, CHANGES MADE ^ _ - 

>t. Claims: ^ ^ >- " 

- 'claims ll^and 15-2.0 have been canceled. ~; ~ - .. 

' ' ...Claim 1 -Has" been amended jis- follows : • " ^ ^ - ; 

1, : (twice Amended)* A -expound Wo. 50" nucleobases- ^length 
Larueted^o ^;adina_r^i^i "a nucleic; acid molecule encoding . 
hu^a^'-CoA C ho'les t eror-acet y l..rans£exa S e-2 (SEQ ID NO:..3); 

wherein "said compound specifically hybridizes with ^_xm^M 

mulemk iniudinfr ' human 



inhibits the expression ot>ii^l«i». afttd- 
acyl-CoA cholesterol* -acetyltransferase-2. 
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